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DETAILED ACTION 

Status of Application 

1. By Amendment filed June 13, 2006, claims 14 and 30 have been amended and claims 42- 
45 have been newly added. 

2. Acknowledgment is made of applicant's filing of Declaration on June 13, 2006. 

3. Acknowledgment is made of applicant's affirmation of the invention of Group I 
Invention along with the subgenus compounds (Z=(X W=C. X and Y= M R2 and R4=ED as the 
elected species. Claims 19-20 and 35-36 were withdrawn from further consideration by the 
examiner, 37 CFR 1 . 142(b), as being drawn to a non-elected invention. 

4. Claims 14-18, 21-23, 26-34 and 37-45 are currently pending for prosecution on the 
merits. 

Summary of Action 

5. The rejection of claims 14, 21-23, 26-30 and 37-41 under 35 USC, first paragraph, for the 
lack of written description is not maintained in light of the amendment/remarks filed June 13, 
2006. 

6. The rejection of claims 15-18 and 3 1-34 under 35 USC 1 12, first paragraph, for the lack 
of scope of enablement is not maintained for the reasons of record in light of the 
amendment/remarks filed June 13, 2006. However, the rejection of claims 14, 21-23, 26-30 and 
37-41 under 35 USC 1 12, first paragraph, for the lack of scope of enablement is maintained for 
the reasons of record 

7. The rejection of claims 14-18, 21-22, 30-34 and 37-38 under 35 U.S.C. 102(b) as being 
anticipated by Ichihara et al. (JP 07304755) is maintained for the reasons of record. 
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8. The rejection of claims 14-18, 21-23, 27-34 and 37-40 under 35 U.S.C. 102(e) as being 
anticipated by Blum et al. (US 5962455) is maintained for the reasons of record. 

9. The rejection of claims 26 and 41 under 35 U.S.C. 103(a) as being unpatentable over 
Blum et al. (US 5962455), and further in view of The Merck Manual ("Hypertension", Fifteenth 
Edition, 1987) is maintained for the reasons of record. 

10. The rejection of claims 30-34 under 35 U.S.C. 101 as claiming the same invention as that 
of claims 1-5 of prior U.S. Patent No. 6,53 1,506 is not maintained in light of the 
amendment/remarks filed June 13, 2006. 

11. The rejection of claims 14-18, 21-23, 26-34 and 37-41 under the judicially created 
doctrine of double patenting over claims 6-9 of U. S. Patent No. 6,53 1,506 is maintained for the 
reasons of record. 

12. Applicant's amendment requiring the limitation of "("sHE"), which inhibitor inhibits by 
50% the epoxide hydrolyzing activity of sHE at a concentration of less than about 500 pM" 
(claims 14 and 30), "totally inhibits the epoxide hydrolyzing activity of sHE at a concentration of 
100 pM" (new claims 42 and 43) and "the inhibitor is administered in a total daily dose from 
about 0,001 pM/kg to about lOOmg/kg body weight of the patient" (new claims 44-45) 
necessitates a new ground of the rejection in this Office Action. 

Claim Objections 

13. Claims 14 and 30 are objected to because of the following informalities: Abbreviation of 
soluble epoxide hydrolase should be enclosed within parenthesis without quotation mark so as to 
avoid confusion. Appropriate correction is recommended. 
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Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

14. Claims 42-43 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

The claims in this application introduce new limitation into the claimed invention, 
namely "said inhibitor totally inhibits the epoxide hydrolyzing activity of sEH at a concentration 
of 100 ^M". The examiner determines that when all evidences in the original disclosure are 
considered and carefully reviewed, the newly amended claims fail to find support in the original 
specification. 

Applicant states in the argument/remarks filed June 13, 2006 (page 8) that new claims 42 
and 43 are supported, inter alia, by the disclosure of US Application No. 09/252,148, now USP 
6,150,415, at e.g., column 7, lines 20-33, showing that compound 2 (DCU) inhibited sEH 
activity by 99.3%± 0.8 at 100 nM. 

The American Heritage Dictionary (Second College Edition, 1982) defines the term 
"total" as "the amount or quantity obtained by addition; a whole quantity or entirely"; "inhibit" 
as "prevent"; and "prevent" as "to keep from happening". The interpretation of the instant claims 



Application/Control Number: 10/694,641 



Page 5 



Art Unit: 1614 

"totally inhibits the epoxide hydrolyzing activity of sEH at a concentration of 100 ^iM " allows 
for the inclusion of complete inhibition or prevention (100%) at all times. 

Unlike the concept of the complete prevention of sEH activity at all times, the 
specification only shows variable inhibitions (ranges from 98.5 to 101% at 100 ^M). 

As stated above, about 99.3% inhibition is not considered equal to 100% inhibition or 
prevention. The skilled artisan would have not interpreted as "total inhibition" as to the claims 42 
and 43. There is no express statement about "total inhibition" or "complete prevention" can be 
found in the specification. Thus, "total inhibition" of epoxide hydrolyzing activity of sEH by said 
inhibitor, in fact, introduces new matter. The new limitation recited in the present claims, which 
did not appear in the specification filed, introduces new concepts and violate the description 
requirement of the first paragraph of 35 USC 1 12. 

15. Claims 14, 21-23, 26-30 and 37-45 are rejected under 35 USC 112, first paragraph, 
because the specification while being enabling for the treatment of hypertension with the soluble 
epoxide hydrolase inhibitor represented by the 



"inhibitor of soluble epoxide hydrolase" or "an inhibitor of soluble epoxide hydrolase inhibtor 
(sHE) which inhibitor inhibits by 50% the epoxide hydrolyzing activity of sHE at a concentration 
of less than about 500 pM". The specification does not enable any person skilled in the art to 




structure: 



, does not reasonably provide enablement for 
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which it pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the enablement 
requirement of 35 U.S.C. 1 12, first paragraph, have been described in In re Wands, 8 USPQ2d 
1400 (Fed. Cir. 1988). Among these factors are: the nature of the invention; the state of the prior 
art; the relative skill of those in the art; the predictability or unpredictability of the art; the 
breadth of the claims; the amount of direction or guidance presented; the presence or absence of 
working examples; and the quantity of experimentation necessary. When the above factors are 
weighed, it is the examiner's position that one skilled in the art could not practice the invention 
without undue experimentation. 

The present invention are drawn to a method of reducing blood pressure or hypertension 
in a patient comprising administering an inhibitor of soluble epoxide hydrolase having 
characteristic of "inhibits by 50% the epoxide hydrolyzing activity of sHE at a concentration of 
less than about 500 ^M" 

The interpretation of the instant claims allows for the inclusion of any known sHE 
inhibitor having "50% the epoxide hydrolyzing activity of sHE at a concentration of less than 
about 500 nM" that are known to exist and those that may be discovered in the future. 

The specification discloses compounds of the Formula 1, which can be prepared by 
methods disclosed in USSN 09/252,148, as the preferred class of compounds that exhibits the 
activity of inhibiting soluble epoxide hydrolase (see para. [0007] and [0034]). The specification 
discloses that the preferred compounds of the invention have an IC50 of less than about 500nM, 
and provides various exemplary compounds that were tested for their inhibition of MsEH and 
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HsEH (see para. [0008] and Table 1) by the in vitro assays (para. [0041]-[0042]). In addition to 
the compounds of the formula 1, the compounds of the formula 2, which can be prepared and 
assayed by methods disclosed in US 5,955,496 and WO 98/06261), are disclosed as the second 
preferred class of compounds ([0009], Table 2 and [0034]). 

Furthermore, the specification provides the study in rat and provides that the inhibition of 
sHE, particularly when N-cyclohexyl-N'-dodecylurea, N-cyclohexyol-N'-ethylurea and 
dodecylamine which read on the Formula I structure is administered to rat, is capable of 
decreasing blood pressure in rat (Example). 

It is generally recognized in the art that biological compounds often react unpredictably 
under different circumstances ( Nationwide Chem. Corp. v. Wright 458 F. supp. 828, 839, 192 
USPQ 95, 105(M.D. Fla. 1976); Aff d 584 F.2d 714, 200 USPQ 257 (5 th Cir. 1978V In re 
fischen 427 F.2d 833, 839, 166 USPQ 10, 24(CCPA 1970)). Similarly, the pharmacological 
property of sHE inhibitors (even if they have equal potency) are known to behave differently 
under different circumstances (see Morisseau et al., American Society of Pharmacology and 
Experimental Therapeutics, abstract, Vol. 316, No. 2:815-821, particularly "Interpretive 
Summary"). Morisseua states: "The pharmacological properties of soluble epoxide hydrolase (sEH) inhibitors 
are being investigated for the treatment of hypertension, atherosclerosis, and inflammatory diseases. However, the 
pharmacological targets of these potential drugs have not been fully explored. This study found that one such sEH 
inhibitor, l-cvclohexvl-3-dodecvl urea (CPU), inhibited the growth of multiple vascular cell types independent of 
an effect on the sEH. while other equally potent inhibitors and the endogenous epoxv fatty acid substrates of the 
target enzyme did not possess these properties. This study suggests that greasy cyclohexyl-ureas may have useful 
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anti-proliferative properties, and caution against interpretation of biological effects when only found using 
micromolar concentrations of poorly characterized pharmacological agents ". 

The relative skill of the artisan and the unpredictability of the pharmaceutical art is very 
high. To practice the instant invention to the claimed scope, applicant have to (i) make or 
synthesize numerous possible compounds characterized as "an inhibitor of soluble epoxide 
hydrolase" in view of the structure-activity relationship of the compounds, (ii) screen potentially 
suitable compounds and (iii) assay to find out which compounds are able to "inhibits by 50% the 
epoxide hydrolyzing activity of sHE at a concentration of less than about 500 ^M", and then (iv) 
extrapolate the test and result to the claimed therapeutic utility. In other words, the instant 
invention necessitates for the skilled artisan to undergo an exhaustive search for the 
embodiments suitable to practice the claimed invention. 

Where the physiological activity of a chemical or biological compound is considered to 
be an unpredictable art (Note that in cases involving physiological activity such as the instant 
case, "the scope of enablement obviously varies inversely with the degree of unpredictability of 
the factors involved". See In refischer , 427 F.2d 833, 839, 166 USPQ 10, 24(CCPA 1970)), the 
skilled artisan would have not known how to extrapolate the result provided in the instant 
specification to the larger and highly varied genera of compounds that are characterized by "an 
inhibitor of soluble epoxide hydrolase inhibtor (sHE) which inhibitor inhibits by 50% the 
epoxide hydrolyzing activity of sHE at a concentration of less than about 500 ^M", without 
undue amount of experimentation. 

As discussed above, given the breadth, the disparate nature of compounds that is 
presently claimed, the highly unpredictable state of the art where many specific differences or 



Application/Control Number: 1 0/694,64 1 Page 9 

Art Unit: 1614 

different physicochemical properties are existed among unrelated structural compounds or even 
structurally related compounds, the limited number of exemplified "sEH" wherein the desired 
therapeutic activity are linked to the pharmacophores of structure Formula 1 or Formula 2 , and 
the insufficient amount of guidance present in the specification, one of ordinary skill in the art 
would be burdened with undue "painstaking experimentation study" to make/use the claimed "an 
inhibitor of soluble epoxide hydrolase inhibtor (sHE) which inhibitor inhibits by 50% the 
epoxide hydrolyzing activity of sHE at a concentration of less than about 500 ^M" that would be 
enabled in this specification (The quantity of experimentation needed to be performed by one 
skilled in the art is yet another factor involved in the determining whether is required to make 
and use the instant invention, "the test is not merely quantitative, since a considerable amount of 
experimentation is permissible, if it is merely routine, or if the specification in question provides 
a reasonable amount of guidance with respect to the direction in which the experimentation 
should proceed." In re Wands . 858 F.2d 737, 8 USPQ2d 1404 (citing In re Angstadt 537 F.2d 
489, 502-04, 190 USPQ 214, 218 (CCPA 1976))). 

The examiner acknowledges that the Office does not require the present of working 
examples to be present in the disclosure of the invention (see MPEP 2164.02). However, given 
the highly unpredictable state of the art and furthermore, given that the applicant does not 
provide sufficient guidance or direction as to how to make and use the full scope of the presently 
claimed invention without undue amount of experimentation, the Office would require 
appropriate disclosure, in the way of scientifically sound reasoning or the way of concrete 
examples, as to why the data shown is a reasonably representative and objective showing such 



Application/Control Number: 10/694,641 Page 10 

Art Unit: 1614 

that it was commensurate in scope with and, thus, adequately enables, the use of the elected 
species for the full scope of the presently claimed subject matter. Absent such evidence or 
reasoning, applicant has failed to obviate the rejection of the instant claims under 35 USC 1 12, 
first paragraph (for the lack of scope of enablement). 



Claim Rejections - 35 USC §102 
The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

16. Claims 14-18, 21-22, 30-34 and 37-38 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Ichihara et al. (JP 07304755). 

Ichihara teaches use of compounds (e.g., RN 174398-90-4, RN 174398-91-5, RN 
174398-92-6, RN 174398-93-7, etc. . .) or their salt, which reads on the instantly claimed 
compounds of the formula 1, for the treatment of the claimed cardiovascular disease such as 
hypertension by modulating rennin-angiotenisn system, wherein said compound is administered 
in various dosage forms including oral dosage forms (i.e., tablet, capsule), see para. [0001], 
[0035] and Table I). Ichihara discloses that a rennin inhibitor tends to control generation of 
angiotensin II which works powerfully to pressure ups, such as a vasoconstrictor action and 
aldosterone secretion, by checking the reaction of the rennin and rennin substrate 
(angiotensiongen) which are called rate-determining step of the rening-angiogensin series which 
is a pressure-up system in the living body, and reducing generation of angiotensin I (para. 
[0002]). 
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Although Ichihara is silent about the functional characteristic of said compounds in 
inhibiting soluble epoxide hydrolase, such property or characteristic deems to be inherent to the 
compounds disclosed by Ichihara which read on the claimed structure compounds. Thus, 
Ichihara anticipates the claimed invention. 

17. Claims 14-18, 21-23, 27-34 and 37-40 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Blum et al. (US 5962455). 

Blum teaches use of compounds (e.g., RN 202472-67-1, RN 202472-68-2, RN 202472- 
69-3, RN 202472-70-6, etc. ..) or their salt, which reads on the instantly claimed compounds of 
the formula 1, for the treatment of the claimed cardiovascular disease such as hypertension or 
essential hypertension as well as congestive heart failure, wherein said compound is 
administered in dosage amounts of from about 0. lmg to about 140mg per kilograms of body 
weight per day and in various dosage forms including oral dosage form (abstract; column 1, line 
39; column 1, line 45 thru column 3, line 15; column 7, line 51; column 8, line 52 thru column 
10, line 62). 

Although Blum is silent about the functional characteristic of said compounds in 
inhibiting soluble epoxide hydrolase, such property or characteristic deems to be inherent to the 
compounds disclosed by Blum which read on the claimed structure compounds. Thus, Blum 
anticipates the claimed invention. 

Claim Rejections - 35 JJSC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
18. Claims 26 and 41 are rejected under 35 U.S.C. 103(a) as being unpatentable over Blum et 
al. (US 5962455), and further in view of The Merck Manual ("Hypertension", Fifteenth Edition, 
1987). 

The teaching Blum has been discussed in above 35 USC 102(e) rejection. 

The Merck Manual is being supplied a supplemental reference to demonstrate the routine 
knowledge in using antihypertensive in treating hypertension, essential hypertension and/or 
systolic hypertension. 

The teaching of Blum differs from the claimed invention in the use of said compounds in 
reducing systolic blood pressure. 
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However, one having ordinary skill in the art would have expected at the time of the 
invention was made that the known antihypertensive agent as taught by Blum would also be 
effective in reducing systolic blood pressure. Since the prior art does not distinguish the utility of 
known anti-hypertensive medications for only systolic blood pressure management, the skilled 
artisan would have expected that the Blum's compounds having antihypertensive effect would 
provide benefit for the patient having systolic blood pressure and/or diastolic blood pressure. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

19. Claims 14-18, 21-23, 26-34 and 37-41 are rejected under the judicially created doctrine 
of double patenting over claims 2-9 of U. S. Patent No. 6,53 1,506 as applied to claims 14-18, 21- 
23, 27-34, 37-39 and 42-45 26, and further in view of The Merck Manual ("Hypertension", 
Fifteenth Edition, 1987). 

With respect to the obviousness of the claims 14-18, 21-23, 26-34 and 37-45 over claims 



2-9 over US'506, 
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Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the instantly claimed characteristic or property of having "50% the epoxide 
hydrolyzing activity of sHE at a concentration of less than about 500 ^M" or "totally inhibits the 
epoxide hydrolyzing activity of sEH at a concentration of 100 |oM" must be inherently presented 
in the referenced compounds. Since the patent directing the administration of compound(s) or 
compounds represented by the identical structure having epxoide hydrolase inhibiting activity 
(e.g., dicyclohexyurea) inherently possessing a therapeutic effect for the same ultimate purpose 
(for the treatment of hypertension) as disclosed by applicant anticipates applicant's claim. Thus, 
the patent makes obvious the instant invention. 

Regarding the instantly claimed "the patient is at risk for cardiovascular disease, renal, or 
stroke" (claims 28-29), since the referenced hypertension "metes and bounds" the instant 
limitation, the patent makes obvious the instant invention. 

With respect to the obviousness of the claims 26 and 40-41, 

As discussed above, However, one having ordinary skill in the art would have expected at 
the time of the invention was made that the agent that are known to be effective as 
antihypertensive agent would also be effective in reducing systolic blood pressure. Since the 
prior art does not distinguish the utility of known anti-hypertensive medications for only systolic 
blood pressure management, the skilled artisan would have expected that the Blum's compounds 
having antihypertensive effect would provide benefit for the patient having systolic blood 
pressure and/or diastolic blood pressure. 
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Response to Arguments 
Applicant's arguments with respect to claims 14-18, 21-23, 26-34 and 37-45 have been 
considered but are moot in view of the new ground(s) of rejection. 

20. Applicant's argument(s) with respect to the rejection of claims 14, 21-23, 26-30 and 37- 
4135 USC 112, 1st paragraph, for the lack of written description have been fully considered and 
are persuasive. Accordingly, this rejection has been withdrawn. 

21. Applicant's argument(s) with respect to the rejection of claims 14-18, 21-23, 26-34 and 
37-41 under 35 USC 112, 1st paragraph, for the lack of enablement have been fully considered 
and are persuasive only respect to the scope of the enablement for the claims 15-18 and 3 1-34. 
Accordingly, the rejection of claims 15-18 and 31-31 has been withdrawn. 

22. Applicant's argument(s) with respect to the rejection of claims 14, 21-23, 26-30 and 37- 
41 under 35 USC 112, 1st paragraph, for the lack of enablement have been fully considered but 
are moot in view of the new of rejection(s) as discussed above. 

23. Applicant's argument(s) and Declaration filed June 13, 2006 with respect to the rejection 
of claims 14-18, 21-22, 30-34 and 37-38 under 35 U.S.C. 102(b) have been fully considered but 
they are not persuasive. 
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on studying the activity of the ciwyme soluble epoxide hydrolase fsBK") ami the effects of 

state* thathiai^ 20GC 

ewj^ahd* (Deel^atios, atll $), and has crystal sorectueea of hptijiflw muriae tttdthehtfroai* 

studies* fcs em nowp^^ 

inhibit human sER and which will oot.; ^. : : : 

W£: : ■> pr. Manwnock was pioyided with the $teae*uies> of eachplNhe eonipoimd* fiom ' 
ibe Mi^fef^ ihe «eah»mt of 

eardbvasieulaff disease. Based 6b the aoeasivs SAR studies mwrttaued ahove».P.r< HaiSmoekis 
^le to statsdiat th« eodtpm^ds c*tcd wouldhe -wiMA*fe!]ttttf' ibMbitots of aEHat 
l^ofe^iy «ievatti€o»e^iiti€«s, (Rent^tba*!^ 

oflierwtse inactive conapoiatds are capable of iahib^itg an enxyrae's activity if preseat at 




Ohths W side of tho urea, the R group ia fop big and that* Is a polar groyp too 
dose to the NH of the urea. Ths group to the right of the ur«3 also has polar 

III : jjiijjil^ 

of tho utea, the group on tfreieft sida woido* predude activity, The crystal , : 
S structure of the s£H enzyme shows a very hydrophobic catalytic tunnel except 
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Declar^ii at f 10, Part A* Siralari* writ* mpmm.ih*:MMn& compound cited, BN 174598- 




Tho gmp ^ift* fight $kt0 of the too b$l^ tfe* R§K>ups on berth 
sid#$ of ifto urea have polar groups too eteso to ihau**a* AccoixJtegly, I preset 
that this compound would bo frtac8v« as m mhMfor of &EH. 

;^&b^^ 

set forth m * 2 page table aiiiie end of &s Ichifa^ tdTeredce. Dr. Hs*sm!»cfc^^^ 
%cm&rtgti>fa* stnaftaro o» i^c 735, almost all have a 7»m<^b«r«d» h&foqyglis frog with & 
substituted cartas, next to ch^ LI su!)srit«fiat Declaration at fl L ffe states that these 
c^|«^i will bo inactive asiEH mhilwi^ uasatur&ed ring will not 

tba teble dtoea not fall witJuB Foimula 1 /<£ 

It tWtf inowrecl ^ gromsc. Nether tte wrt^iMds idixtifi*d 
by -tiKAc&w-fite- the other ^on^omids disclosed in Ifafcitar* but not ^pwaficafiy csismtfaiied on 
by tho AcSo* weald be actfv«*s i^^:MNibH»sn #pkympto^ 
Accofdifigiy^ Ihe rejection should be rfccon&dared ao4 Applicant* submit, withdrawn. 



This argument is not found persuasive. Declaration containing opinion evidence of 
criticality of the activity of the sHE inhibitor having 50% the epoxide hydrolyzing activity of 
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sHE at a concentration of less than about 500 is inadequate to overcome the rejection based 
on the prior art (Ichihara) because there is no factual evidence supporting the statement. 

Unlike the applicant's argument, the referenced species of Ichihara (which reads on the 
generic structure of the instant claim 15 or 3 1) are known to have antihypertensive activity 
regardless of the alleged "inhibitor inhibits by 50% the epoxide hydrolyzing activity of she at a 
concentration of less than about 500 |uM). 

Due to the absence of tests (the activity of anti-hypertensive activity) comparing the 
applicant's sHE inhibitor which inhibits by 50% the epoxide hydrolyzing activity of sHE at a 
concentration of less than about 500 \xM with the Ichihara, the examiner maintains that the 
applicant's argument of unexpected or superior results constitute mere argument. 

23. Applicant's argument(s) and Declaration filed June 13, 2006 with respect to the rejection 
of claims 14-18, 21-23, 27-34 and 37-40 under 35 U.S.C. 102(e) as being anticipated by Blum et 
al. (US 5962455) have been fully considered but they are not persuasive. 
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Ifcv Haxamo^ of sach of xh^cm^QmdwfmBi 

the Btoi^w«Rce ci«ed by tfcs Action as taught by the refera**, BwiOtt the ^tem*Y9 SAR 
studies of some 2000 conq>ottn^s m^^ned above* SPktfwlPiP^ 
died t^iild b^ indaly^ mMribitQi? of at ptiysbtogicatty Levant c^iK^ttatidiiS. Sfce^ 




Thera fe a slight chance the group on the left of the urea would yte*d ecftvfty wit* 
x:;:; the correct substitoertti on the other side. Heaver, the activity should fee 
mediocre to poor. The $reup on the rfghtte too large I predict as wefi that the 
heterbcyde will be tar too poter. Accordingly, * predict that this c^m^rrd ^ufd 
''<■'. have poor to no acfevrty as an inhibitor bfsEK '• 
Declaration atf 12, Fart A, Similarly, tor the second ccmpouiid,JUJ 204272^8^ 
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Dr. Hammock states* 

Thfe compound Is s&rfflaf to :$» ^<mm$&i |tbo compound sf RN 204272-67^ 
t] above, except that the sides ana reversed* For me $ama reasons as set forth 
with resp^cttdtNe precaifirtg compound, Ipr^clthMtWs compound would hav* 
poor to no sctivfty as ^ »Rlohfbltof of fiBH. 
Declaratum.ottliPaxtfi, Dr. Hammoc* a&o predict? that fcs ofter two *oTHpatfftd$ disclosed 
by BlitBrt a^citedby the Actkm as anticipadag the mvcmioa ti&ewisa cantaia groups that are 
t&> or pote^ pc^n tiiem to tohit^it aLC«a^«u Sce> 06cl^o«* atf 12^ Parts Ctt&dO* 
With fsipect to the other compounds dbefwed ift Blum bat t*ot specifically 

ideird^^^ 

mm *n*3 j^tjems of th^sralbat will not ocm^ ^vt*y> itf 

Additionally, he aote* thai tho majonty of the ga&ersl structures disclosed in Bfcum have very 
l^c ^%r^M^«^<«»l» dp*te*tew* would dmm^oaUy mlttc^ «fttmty fcr 
fh£ enzyme, UK K*^^^ 

ti^*»ttip^^ tecq>tor, wtohof^^e faults 

own very ^ifkpropott^ ^tot^wwWtevwy sur|ms«l if * jRmitarstn*^ 
roMoi^hip was ob^odbetwew alp^#|t^tor^TO eo3^<tea^8 wiib highly 
lipophilic fatty acid oxide*. /<£ 



Th$ s^ectiott is base4 oa m mx&^ Hotthcr tho cosapowtds ida«ific4 

by the Action m disclosed by Bhtm aod tx|»^saly or mherentiy reading <m the claims as 



rdiscioaod in Blum but apt specifically commeutcd oabytJte 
Actios v*ould be active as tshj&iore m pbysmlogicalJy relevant c^c^itr^ioas, the psreon 
of skill would rwogj^ke that ait&poor ^ifthibitOf? woi^d l^ to W 
ansomits thAt flicy would «ot be th^^sutl^Uy weM m*n&- hc^^ &oi^ec^ot)is|bo\jld 
be reconsidered and. Applicants submit, wilb(Srawn 
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This argument is not found persuasive. Declaration containing opinion evidence of 
criticality of the activity of the sHE inhibitor having 50% the epoxide hydrolyzing activity of 
sHE at a concentration of less than about 500 (jM is inadequate to overcome the rejection based 
on the prior art (Ichihara) because there is no factual evidence supporting the statement. 

Unlike the applicant's argument, the referenced species of Blum (which reads on the 
generic structure of the instant claim 15 or 3 1) are known to be useful as antihypertensive agent 
regardless of the alleged "inhibitor inhibits by 50% the epoxide hydrolyzing activity of she at a 
concentration of less than about 500 \xM). 

Due to the absence of tests (the activity of anti-hypertensive activity) comparing the 
applicant's sHE inhibitor which inhibits by 50% the epoxide hydrolyzing activity of sHE at a 
concentration of less than about 500 with the Ichihara, the examiner maintains that the 
applicant's argument of unexpected or superior results constitute mere argument. 

24. Applicant's argument(s) and Declaration filed June 13, 2006 with respect to the rejection 

of claims 26 and 41 under 35 U.S.C. 103(a) as being unpatentable over Blum et al. (US 

5962455), and further in view of The Merck Manual ("Hypertension", Fifteenth Edition, 1987) 

have been fully considered but they are not persuasive. 

As noted in the preceding section mm ot tbesomjtoui^ 
wive&cr ^ in ihe reference, m predicted to 

Ai&^tigfy; Bltttnda«»itott^^ &I0&O arte ttttnbit^^^ wa®omfo. 
which read on claims 26 4L Reconsideration md withdrawal of tht r<gs&*kra arc 
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This argument seems to be basically the same rejection as discussed above, so the 
response discussed above applies here as well. Thus, the examiner maintains that the references 
in combination (Blum and the Merck Manual) makes obvious the instant invention. 

25. Applicant's arguments with respect to the rejection of claims 30-34 under 101 as claiming 
the same invention as that of claims 1-5 of prior U.S. Patent No. 6,53 1,506 have been fully 
considered and persuasive. Accordingly, this rejection has been withdrawn. 

26. Applicant's arguments with respect to 14-18, 21-23, 26-34 and 37-41 under the judicially 
created doctrine of double patenting over claims 6-9 of U. S. Patent No. 6,53 1,506 have been 
fully considered but they are not persuasive. 

Applicant's argument in the response takes the position that the recitation of "the 
inhibitor of sHE inhibits activity of the enzyme by 50% at a concentration of less than about 500 
micromolar" makes the instant claims patentably distinctive further over claims 6-9 of the 
USP'506. 

The examiner strongly disagrees with this argument. Both compounds represented by the 
instant formula (in claim 15 and 3 1) and the referenced formula (in claim 2) are directed to the 
same compounds. Thus, the USP'506 directing the administration of the same compounds to the 
same patient population in overlapping dosage amounts as the instant claims (a total daily dose 
from about 0.001 ^M/kg to about 100 mg/kg body weight of the patient, compare the instant 
claim 23 over the referenced claim 8) inherently possessing the same therapeutic effect as the 
same ultimate purpose as disclosed by applicant anticipates the claimed invention even absent 
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explicit recitation of underlying mechanism such as "inhibitor of sHE inhibits activity of the 
enzyme by 50% at a concentration of less than about 500 micromolar". Thus, the reference 
makes obvious the instant invention. 

Conclusion 

27. No claim is allowed. 

28. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Kwon whose telephone number is (571) 272-0581. The 
examiner can normally be reached Tuesday through Friday from 9:00 am to 7:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached on (571) 272-0718. The fax number for this Group is 
(571)273-8300. 

Any inquiry of a general nature of relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications may be obtained from Private PAIR only. For more information about PAIR system, 
see http://pair-direct.uspto.gov Should you have any questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 

Brian Kwon 
Patent Examiner 
AU1614 



